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(54) NEW ACETAMIDE COMPOUND 
(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound ) X 
having a chymase-inhibiting activity, capable of being R "J^ Y " f.? | 

permitted as an active ingredient for medicines, and 
useful for treating and preventing cardiac and circulatory 
disorders. 

SOLUTION: A compound of formula I [R1 is H, an 
ami no-protecting group; R2 is an ar(lower)alkyl; R3 is a 
halogen-substituted lower alkyl, etc.; X is a group of -I f , 

formula II (R4 is a halogen, a lower alkoxy, etc.), etc.; Z f 
is N or CH); Y is a lower alkylene] and its salt. For 
example, 2-[5-[(Benzyloxycarbonyl) amino]-2-phenyl-1 ,6- 
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dihydro-6-oxo-1-pyrimidinyl]-N-[2-(4 I 4,4-trifluoro-3-hydroxy-1- phenyl)butyl]acetamide. The 
new compound of formula I, especially a compound of formula IV, is obtained by reacting a 
compound of formula III or its salt with an oxidizing agent (e.g. potassium permanganate) in a 
solvent not affecting the reaction, such as water or an organic solvent, in a somewhat mild 
state. 
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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** shows the word which can not be translated. 

3 in the drawings, any words are not translated. 



CLAIMS 
[Claim(s)] 

[Claim 1] Formula. [Formula 1] 
0 R* ^ 

r I^SAKY R (I) 





Protected carboxy-group;X is the low-grade alkyl group by which Rl was replaced arbitrarily 

[ hydrogen or amino protective-group;R2 / Al (low-grade) alkyl group;R3 ] among [formula at one piece 

or the halogen beyond it, a carboxy group, or a basis expressed with the following formula. [Formula 2] 

o T 

; (In aryl group; by which R4 and R5 were arbitrarily replaced by one piece or the halogen beyond it, 
low-grade alkoxy **, or the phenyl, or cyclo (low-grade) alkyl group :R6, hydrogen or low-grade alkyl 
group:Z shows -N= or -CH= among a formula, respectively.) Y means low-grade alkylene machine;, 
respectively.] The compound come out of and expressed, and its salt. 

[Claim 2] Rl Hydrogen and R2 A phenyl (low-grade) alkyl group, compound according to claim 1 
whose Y is a methylene. 
[Claim 3] X [Formula 3] 




(» R4 is the same meaning as a claim 1 among a formula, and Z shows -N= Compound according to 
claim 2 which is) and is the low-grade alkyl group by which R3 was arbitrarily replaced with one piece 
or the halogen beyond it, or the protected carboxy group. 
[Claim 4] X [Formula 4] 
>l 
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(- R5 and R6 show the same meaning as a claim 1 among a formula) - it is -- R3 Compound according 
to claim 2 which is the low-grade alkyl group arbitrarily replaced with one piece or the halogen beyond 
it, or the protected carboxy group. 
[Claim 5] Formula. [Formula 5] 
0 R* ^ 

Ri^^S^rSr^ 8 (i) 

R H | 

Protected carboxy-group;X is the low-grade alkyl group by which Rl was replaced arbitrarily 

[ hydrogen or amino protective-group;R2 / Al (low-grade) alkyl group;R3 ] among [formula at one piece 

or the halogen beyond it, a carboxy group, or a basis expressed with the following formula. [Formula 6] 



; (In aryl group; by which R4 and R5 were arbitrarily replaced by one piece or the halogen beyond it, 
low-grade alkoxy **, or the phenyl, or cyclo (low-grade) alkyl group:R6, hydrogen or low-grade alkyl 
group:Z shows -N= or -CH= among a formula, respectively.) Y means low-grade alkylene machine;, 
respectively.] It is the manufacturing method of the compound come out of and expressed, or its salt, 
and is the (a) formula. [Formula 7] 
0 






1 1 d3 



(- R2, R3, and X and Y are as the aforementioned definition among a formula, respectively, and Rla 
means an amino protective group the compound expressed with), or its salt - oxidation reaction — 
giving -- formula [Formula 8] 
0 



Rl^S^N^V" (la) 



(— Rla, R2, R3, and X and Y are as the aforementioned definition among a formula, respectively The 
manufacturing method which obtains the compound expressed with), or its salt, or (b) formula. [Formula 

o r 

8 i^/K Y AgxL/ s3 (Ia) 

a B H II 



(-- Rla, R2, R3, and X and Y are as the aforementioned definition among a formula, respectively the 
compound expressed with), or its salt — the elimination reaction of an amino protective group — giving 
- formula [Formula 10] 



o ° J 



HjN/N^N-^Y^ 3 (lb) 
0 
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(— R2, R3, and X and Y are as the aforementioned definition among a formula, respectively 
Manufacturing method which obtains the compound expressed with), or its salt. f 
[Claim 6] The chymase inhibitor which consists of a compound or its salt according to claim 1. v 
[Claim 7] The angiotensin-II inhibitor which consists of a compound or its salt according to claim 1. 
[Claim 8] Physic which consists of the salt permitted as a compound according to claim 1 or physic. 
[Claim 9] Physic according to claim 8 for prevention of the heart and/or a disease of the circulatory, or v 
treatment. 

[Claim 10] Physic according to claim 8 for the restenosis of the injury vessel after vessel hypertrophy or 
percutaneous transluminal angioplasty, prevention of hypertrophy, or treatment. 



[Translation done.] 
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(4, 4, 4-HJ77l/:tn-3-t KU^-1 -7 

x-;l/) y^/i-] -T*bT$b* 

IR (5x3-/1/) : 1710, 1630 cm" 1 

NMR (DKS0-d 6 ,S) : 2.65-3.0 (2H,m), 3.75-4.1 (2H, 

n), 4.24 (lH,d,J=16.5Hz), 4.41 (lH,d,J=16.4Hz) , 5. 

39 (2H,s), 5.74 (lH,d,J=5.2Hz),6.71 (lH,d,J=7.0H 

z), 7.05-7.65 (13H,m), 8.33 (lH,d.J=8.4Hz),8.39 (1 

H,s), 8.84 (lH,s) 

APCI-MS (m/z) : 649 (MfH) + 

( 4 ) 2 - [ 5 - [ {1> T 
57] -2-y^oMy;l/-l, 6-yb Ko-6- 
^y-l-tr»J Sy-;W -N- [2- (4,4,4 
- h !i 7^0- 3 - 1 KP^ y- 1 - 7 x-^) 7+ 
)V\ T-fehT^ KIR (5X3-/P) : 3380 , 3300, 172 
0, 1665 cm" 1 

NMR (DMS0-d6,£) : 0.9-1.85 (10H,m), 2.0-2.25 (1H, 
m). 2.65-2.85 (lH,m), 2.95-3.1 (lH,m), 3.84-4.25 
(2H,m), 4.47 (lH,d,J=16.8Hz),4.76 (lH.d, J=17.0Hz), 

5.14 (2H,s), 6.75 (lH,d, J=7.1Hz), 7.15-7. 5(10H, 
m), 8.24 (lH,s), 8.51 (lH,d, J=8.7Hz) , 8.66 (lH,s) 
APCI-MS (m/z) : 587 (MfH) + 

( 5 ) 2 - [ 5 - [ «>yWy*W-/H T 
$y] -2- (4-7^n7x^) -1, 6-yt 

Ko-6-;t*v-i-ty$$*^] -n- [2- 

( 3-b Ko*x-3-5 K^x^;^*-;P- 1 -7i 

-/!✓) 7>/H -r-febrs F 

IR (jtyg-W : 1735, 1720, 1660 cm" i 

NMR (DMS0-d 6 ,S) : 2.55-2.7 (lH,m), 2.75-2.9 (1H, 
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m), 3.53 (3H,s), 3.9-4.0 (lH.m), 4.2-4.55 (3H,m), 
5.18 (2H,s). 5.74 (lH.d, J=5.2Hz),7.1-7.5 (14H,m), 
8.23 (lH,d,J=3.0Hz). 8.42 (lH,s), 8.94 (lH,s) 
APCI-MS (m/z) : 589 (M+H) + 
(6) 2 - [5- [ (^yy/^^y*;W-/H T 
$y] -1 , 6-ytKo-6-^V-2-7x^l/ 
-1-tU 5x-/H -N- [2 - (3-tFn^y- 

3-5h^rx^^-K-^-i-7x-;i/) y>/n -r 

10 IR (7<JW : 3300, 1730, 1690, 1660, 1545, 1515 cm 

-l 

NMR (CDC1 3 ,£) : 2.91 (2H,d f J=8.0Hz), 3.42 (lH,d,J 
=4.4Hz), 3.70 (3H,s), 4.10 (lH,dd, J=1.6, 4.4Hz), 
4.37 (lH,d,J=15.3Hz), 4.48 (lH,d,J=15.3Hz), 4.5-4. 
7 (lH,m), 5.23 (2H,s), 6.49 (lH,d, J^9.3Hz),7.15-7. 
55 (15H, m), 7.58 (lH,s), 8.78 (lH,s) 
APCI-MS (m/z) : 589 (M+H) + 
[0014] (7) 2-[3-[Kyy/Wy* 
}Vt£-)V) -2, 3-yhHD-2-^y- 

20 5-7x^-lH- 1, 4 -OVis'T^y- 1 - 
-N- [2- (4, 4, 4-HJ:7/M-n-3- 
bKn^rx-l-7x-;P) -T-febTSK 
NMR (DMS0-de,S) : 2.6-2.8 (lH,m), 2.85-3.1 (1H, 
, m), 3.85-4.1 (2H,m),4.34 (lH,d,J=16.6Hz), 4.55 (1 
H,d,J=16.6Hz), 5.06 (2H,s), 5.14(lH,d,J=8.6Hz), 6. 
6-7.7 (19H,m), 8.25-8.55 (2H,m) 
APCI-MS (m/z) : 645 (M+H) + 

(8) 2 - [3- [ (<yy;Wy^») T 
$y]-2, 3-yt Kn-2~^y-5-7x-;P 

30 -iH-i, A-^yVitT^y-i-A )V] -N- 
[2- (4, 4, 5, 5, 5-^y?77l^tn-3-t 
Ha^y-l-7x- J iH T-febTSF 
IR (7<W) : 3320, 1670, 1600 cm 1 
NMR (DMStHk.S) : 2.55-3.1 (2H,m), 3.9-4.65 (4H, 
m), 5.06 (2H,s),5.1-5.2 (lH,m), 6.6-6.95 (2H,m), 
7.05-7.7 (18H,m), 8.1-8.5 (2H,m) 
APCI-MS (m/z) : 695 (M+H) + 

(9) 2-[3-[(l, l-x^/pxh^x;^ 
#-/!/) T5/] -5- (2-7W07x-/I/) - 

40 2, 3-yhKo-2-«y-lH-l, 4-^VV 
vTHftry-l->f^] -N- [2- (4, 4, 4-h 
»j7Wo-3-b Ko^ry- 1 - 7x-^) 7*)V\ 

IR (5x3-/1/) : 3440, 3300, 3210, 1700, 1670, 16 
05 cm" 1 

NMR (DMS0-de,S) : 1.39 <9H,s), 2.6-2.85 (lH,m), 
2.85-3.15 (lH,m),3.85-4.60 (4H,m). 5. 06-5. B (1H, 
m), 6.67-6.76 (IH.m), 7.14-7.56(12H,m), 7.79 (1H, 
t,J=8.8Hz), 8.31 (lH,t,J=8.2Hz) 
50 APCI-MS (m/z) : 629 (M4H) + 
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(10) 2 - [ 3 - [ ( KyiSfr** isl)ll>X-)\> ) 
7S7] -5-i/9w\*i/)V-2, 3-^'hHo-2 

-3j-*y-9-.xf-A'-iH-i. 4 -<yyv'7-tftr 

>-\-4)V~\ -N- [2- (4, 4, 4-Ml7;M" 
0-3-th'0^y-l-7x-;H 7^] 7* FT 
SF 

IR OiM : 3300, 1700, 1500 cm- 1 

NMR (DMSO-de.S) : 1.0-2.0 (lOH.m), 2.25 (3H,s), 

2.55-2.95 (3H.ii) ,3.86-4.2 (3H,m). 4.3-4.65 (lH.m), 

4.8- 5.1 (3H, m) . 6.45-6.7 (lH.m). 6.9-7.6 (BH.ii), 10 

7.9- 8.15 (2H,b) 
APCI-HS (m/z) : 665 (M+H) + 

(11) 2 - [ 3 - [ (Oi/flrt* isi))VX-)V) 
757] -5-t'7i-;l--2, 3-^*tHD-2-* 

*y- 1 h- i , 4 -<>v s JTWy- 1 — <f/io - 

N- [2- (4, 4, 4-hU7>M-Q-3-t FU* 

v- 1 -7i-^) 7>/H 7-fe F7S F 

IR (KBr) : 3327, 1682, 1603 cur 1 

NMR (DMSO-ds.S) : 2.6-2.8 (lH.m), 2.85-3.1 (1H, 

m). 3.85-4.15 (2H,m),4.36 <lH,d,J=16.7Hz), 4.57 (1 20 

H, d,J=16.5Hz). 5.07 (2H,s), 5.17(lH,d,J=8.6Hz), 6. 
6-6.9 (lH.n), 7.1-7.8 (23H,m), 8.2-8.35 (lH,m),8.4 
-8.55 (lH.m) 

LD-MS (m/z) : 721 (M+H)* 
[0015]fU6m 

2- [5- [ {Ky&vttisaDVX-iv) rsy] - 

2- (4-7/Wn7x-yK -1, 6-xbFn-6 
-5f^y-l-t»J5^;l/] -N- [2- (4, 4, 
4-h l j7^o-3-bKndf^-l-7i^;P) 7" 
fWnhrSN*(905mg)(Oy7Dn^^y 30 
(78ml ) tgjKK. 1, 1, l-FU7-bF*v- 

I, 1-xbHP-l, 2-<yX3-F*V-;l'-l 
-(1H)-^(1. 98 g) Sr^a-CJDX. £t£ 

&7mmt5ivmmm&mi- f y ^a^js^-^bj 

x-mkLtz. wmz. 7au*>uj±tmtxi-jv<Dm. 40 
^j(20: 1) zsmmtLxm^&i'VAyM 

y&tvZht'jyj-VtiimLX. 2- [5- [ « 
> : JlVtt : sl))VX-)V) 757"] -2- (4-7;M" 
07i-/W-l, 6-xbKo-6-^y-l-tr 
-N- [2- (4. 4. 4-H;7/M-n 
-S-^V-l-^x-^) fi-tUl 7-fcF75F?) 
^3tfetSa(64 4mg) 
d : 120-121°C 

W(Z : J3-/l>) :3300, 1730, 1695, 1640, 1605 cm" » 
NMR (DMSO-de.S) : 2.62 i: 3.11 (2H,ABq, J=12.0Hz), 50 
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4.20-4.45 (3H.m),5.18 (2H,s), 7.10-7.42 (14H,n), 
8.15 (lH,d,J=9.7Hz), 8.39 (lH,s),8.84 (lH.s) 
APCI MS : 597 (M+H) + 

[0016] mMm 

2 - [5- [ (^>i;)Vttis*])Vit-iv>) r^y] - 

2- (4-7^Q7x-;H -1. 6-ybKD-6 
-^y-i-b-ys^p] -N- [2- (4, 4. 
4-HJ7;M-n-3-**y- l-7x-^) 7*f- 
;H 7-bF75F (426mg) hT—V—)\> (0. 2 
5ml ) tf>i/'?nn*:?y (7. 2m 1 ) "fOjgiSfc. 
F'^/kta^rpyx/i^yR (o. 34mi)£5"C 

"Cjstl^:. rjesi^ij- 3 o ftfasitf . mm- 

5 "cizftui t , tmm&mi- f y AjgjK^ani.TR 

v^v^Axnasa. &8£«ffFti$*u:. ass 

^DO*;PAfc^^y-;K7)S^B) (10:1) 

T. 2- [5-757-2- (4-7;^D7i-;P) 
-1, 6-^bFo-6-3j-dfy-l-b-US^-;W] 
— N— [2 - (4, 4, 4-Ml7/M-0-3-:t*y 
-l-7x-^) 7>;P] 7-fcF75F (24 7mg) 

mp : 160-164C (#8?) 

IR (?y 3 -;H : 3300, 1650. 1605. 1540, 1505 cm 

-l 

NMR (DMSO-ds.S) : 2.64 t 3.11 (2H,ABq,J=12.0Hz). 

4.18-4.40 (3H,m),5.12 (2H,s), 7.06-7.34 (12H,m), 
8.10 (lH,d.J=9.6Hz) 
APCI MS : 463 (M+H) + 

[ 0 0 1 7 ] HSS043 

( l ) 2 - [ 5 - [ C<.y v>3j-^^*;P^;P) r 
57] -2-7x-;Hl, 6-vbFn-6-**y 
-1-t'J 5v-/H -N-[2-(4, 4, 4-F'J 
7;M"o- 3 -Jt^y- l-7x^/H 7*f-;H 7-th 
75 F 

IR (CH2CI2) : 3270, 3050. 1715. 1640, 1600 cm"» 
NMR (DMS0-ds,S) : 2.63 (lH.d,J=12.5Hz), 3.12 (1H, 
d,J=12.5Hz), 4.20-4.59 (3H,m), 5.18 (2H,s), 7.00- 
7.63 (15H,n), 8.18 (lH.d,J=9.7Hz),8.40 (lH.s), 8.8 

6 (lH.s) 

APCI-MS (m/z) : 579 (M+H)* 

( 2 ) 2 - [ 5 - [ 7 
5/] -2- (4-^ F*^7x-/P) -1. 6-^'b 
Fo-6-^y-l-b-'J5x'r.^] — N— [2- 

(4, 4, 4-M»7^a-3-*dfy- 1-7*- 
)V) r^-lV] 7*F75F 
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IR {Zi/B-fr) : 1720. 1650 cm 1 

NMR (DM50-d6, d) : 2.62 (lH,d,J=10.9Hz) ( 3.16 (1H, 

d,J=10.9Hz), 3.16(lH,d,J=10.9Hz), 3.71 <3H f s), 4.3 

9 (3H,m), 5.18 (2H,s), 6.8>7.42(14H,m) , 8.16 (1H, 

d,J=9.6Hz), 8.39 (lH,s), 8.85 (lH,s) 

APCI-rc (m/z) : 609 (M+H) + 

(3) 2™ [5- [ (2, 6-y?nn\yy;m 
i/t?)V#-)V) -1, 6-ytFn-6-^ 

V-2-7x-;P-l-tU -N- [2- 

(4, 4, 4-b 'J7;^0-3-^V~ 1 -7x^ 

IR (7^W : 1635 ar* 

NMR (DMSO-de.S) : 2.5-2.7 (lH,m), 3.0-3.2 <lH,ni), 
4.15-4.45 (3H,m),5.32 (2H,s), 7.05-7.6 (15H,ra), 
8.3-8.45 (lH,m) 
APCI-KS (m/z) : 647 (M*H) + 

( 4 ) 2 - [ 5 - [ (OHfottisjDVX-fo) T 
$/] -2-y?n^y;l/-l, 6-ytKn-6- 
**y-i-ey 5>?-;H -N- [2- (4, 4, 4 
- h 'J 7;^p- 3 - t^y - 1 - 7x-;i/) 

IR(pf^3-/P) : 3250, 1640 cm" 1 
NMR (DMS0-de,S) : 1.0-1.8 (10H,m), 2.0-2.2 (1H, 
ra), 2.55-2.75 (lH,ra) ,3.05-3.2 (lH,m), 4.2-4.35 (1 
H,m), 4.5-4.75 (2H,ra), 5.13 (2H,s) ,7.05-7.45 (10H, 
m), 8.22 (lH.s), 8.25-8.4 (lH,m), 8.66 (lH,s) 
APCI-MS (m/z) : 585 (M*H) + 

(5) 2- [5- [ {O&VttzsiDVX—lV) T 
$7] -2- (4-7/W07x-;K -1, 
Kn-6-^y-l-tfU -N- [2- 

(3-^h^r^^-^-3-^y-l-7x- 

IR (* ^3-/M : 3250, 1725. 1655 cm 1 

NMR (DMSO-de , d ) : 2.7-3.1 (2H,m), 3.63 ±>±tf 3.7 

6 (3H,#* s), 4.2-4.5 (2H,m), 4.85-5.1 (lH.m), 5.1 

7 (2H,s), 5.74 (lH.d,J=5.2Hz), 7.05-7. 55 (14H,m), 
8.35-8.5 (lH,m), 8.8-9.0 (lH,m) 

APCI-MS (m/z) : 587 (HfH) + 
jcMftVi ;C3iH27FN4Q7-1.5H 2 0 
if-gffi;C 60.68; H 4.93; N 9.13 
Haiffi;C 60.97; H 5.02; N 8.70 
[00 18] (6) 2- [5- [ (^yi^M"*^ 
;P#~^) T5y] -1, 6-^tKn-6-**y- 
2-7x-7k-l-tfU$^^] -N- [2- (3- 
^ h^r y*;^;l/-3-«y - 1 - 7x-;W 

IR (7<M : 1725, 1655, 1545, 1510 cm 1 
NMR (CDCh.S) : 3.0-3.35 (2H,m), 3.80 b 3.87 (3 
H,#* s), 4.1-4.55<2H,m), 4.6-4.9 (lH,m), 5.24 (2 
H,s), 6.2-6.55 (lH,m), 7.0-7.55(16H,m) , 8.77 (1H, 
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7u-Y s) 

APCI-MS (m/z) : 569 (M+fl) + 

(7) 2- [3- C (Kyzj)Vit*is%)Vi#~)\s) T 
$y]-2, 3-y'tHn-2-^V-5-7x»;|/ 

-iH-i, 4-<y/yn # ty-i-> f/H -n- 
[2- (4, 4, 4-h»j7;i/^-o-3-^y-i- 

IR (if^'a-^) : 1670, 1600 cm 1 
NMR (DMS0-<k,S) : 2.8-3.2 (lH,m), 3.35-3.5 (1H, 
10 m), 4.0-4.25 (lH,m) ,4.4-4.7 (2H,m), 5.0-5.2 (3H, 
m), 7.0-7.5 (19H,m), 8.0-8.2 (lH,m) ,8.4-8. 5 (lH,m) 
APCI-MS (m/z) : 643 (M+H) + 

(8) 2 - [3- [ (^yi/)Vjt*is%}V#-}\s) T 
5y]-2, 3-ytHn~2-^y-5-7x-;l/ 
-ih-i, 4-^yyVTHfey-i-^/H -n- 

[2- (4, 4, 5, 5, 5-^y^7;^n-3-* 

^y-i-^x»;u) r-tbrsF 

IR (7^3-^) : 3280, 1670, 1600 cm" 1 
NMR (DMSO-de, S) : 2.8-3.15 (2H,m), 4.3-4.7 (2H, 
20 nO, 4.8-5.2 (3H.m),7.0-7.7 (20H,m), 8.35-8.55 (1H, 
m), 8.9-9.05 (lH.m) 
APCI-M5 (m/z) : 693 (M+H) + 

(9) 2-[3-[(l, l-^f-zuxh^^yp 

X—)V) - 5- (2-7Wn7x^) - 

2, 3-yhKn-2-^y-lH-l, 4 
^'T-b'try-l->f;H -N- [2- (4. 4, 4-h 

y7/Wn-3-^y-i-7x-;i/) r-fe 

IR (if a— 71^) : 3300, 1675, 1670, 1610 cm 1 
30 NMR (DMSO-de, S) : 1.26 (9H,s), 2.65 (lH,t,J=11.6H 
z), 3.14 (lH,t,J=13.5Hz), 3.77-4.61 (3H,m), 5.06 
(lH,t,J=8.0Hz), 6.39-8. 12(15H,m) 
APCI-MS (m/z) : 627 (M+H) + 

(10) 2 - [ 3 - [ ^y-J)VH^ij)Vif^)V) 
T$y] -5- (4-h'7x-7U) -2, 3-ytKo 

-2-^y-iH-i, 4 ^THf try- 1- 

>f;l/] -N- [2- (4, 4, 4-hU:7/ktn-3- 

^y-i-7x-;i/)yfw r-bbrsK 

IR (KBr) : 3330, 1685, 1603 cr» 
40 NMR (DHSO-de.S) : 2.5-2.75 (lH,m), 2.85-3.25 (1H, 
m), 3.9-4.25 (lH,m) ,4.3-4.7 (2H,m), 5.07 (2H,s), 
5.1-5.25 (lH,m), 7.05-7.8 (23H,m),7.95-8.15 (1H, 
m), 8.35-8.55 (lH,n) 
LD-MS (m/z) : 719 (M*fl) + 

[0019] mm* 

(1) 2- [5-TS/-2-7x-;I/-l, 6-S/ 

t Ko-6-^y-i-try -n- [2- 

(4, 4, 4-MI^;l/^n-3-^y-l-7x- 
50 ;!/) r-bhTSF 
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mp : 138-140X: 

IR (CH2CI2) : 3420, 3270, 1640, 1615, 1540 cm" 1 
NMR (DMSO-de+teO.S) : 2.63 (lH,d,J=12.7Hz) , 3.13 
(lH,d,J=12.7Hz),4.16-4.50 (3H,m), 6.98-7.69 (11H, 
m), 8.19 (lH,d,J=9.5Hz) 
APCI-MS (m/z) : 445 (M+H) + 

(2) 2- (5-T5y-2-^nA.^j/^-i t 
6-^tFn-6-:**y- 1-ty SS^^P) -N- 
[2- (4, 4, 4-MJ7;^n-3-^V-l~ 

7x-yH rfvH r-thrSF 

IR <* i/g-AO : 3300, 1640 cm 1 
NMR (DMS0-de,S) : 1.0-1.8 (10H,m), 1.95-2.15 (1H, 
m), 2.55-2.75 (lH,m), 3.05-3.2 (2H,m), 4.2-4.4 (1 
H,o), 4.5-4.9 (4H,m), 7.1-7.4(6H,m) 
APCI-MS (m/z) : 451 (M*H) + 

(3) 2- (5-757-1, 6-^'bKn-6-^ 

^rV-2-7x-;i/-i-bry -n- [2- 

( 3 - ^ h * is* lVi£-)V- 3-«V-l-7x^ 
;!✓) 7>/H T-trbTSK 
IR (7<*W : 3280, 1700, 1670, 1655 cnr* 
NMR (CDCh.a) : 3.0-3.35 (2H,m), 3.80 b 3.88 (3 
H,#* s), 4.0-4.35(2H,m), 4.65-4.85 (lH,m), 7.0- 
7.55 (14H,m) 

APCI-MS (m/z) : 435 (M*H) + 

(4) 2- (3-757-2, 3-yhKn-2-* 
^rV-5-7x^-lH-l, A-K>Vi?Ttt> 
-1-4)V) — N — [2- (4, 4, 4-b»J7;^n 
-3-^y-l-7x-/l/) :/fVl/] 7-bb75 F 
IR (3? : 1670, 1600 or* 
NMR (DMSO-de.S) : 2.55-2.7 (lH,m), 3.0-3.25 (1H, 
m), 4.05-4.8 (4H,i) t 7.0-7.6 (17H,m) 
APCI-MS (m/z) : 509 (MfH) + 

(5) 2- (3-757-2, 3-ybHD-2-* 

*v-5-7x^-ih-i, 

-N- [2- (4, 4, 5, 5, 
?7/Wn-3-^y-l-7x«/K ^v^hJV] 7 
-fehTS K 

IR (7<W> : 3300, 1655, 1600 cnr* 
NM (DHSChds,^) : 2.55-3.4 (4H,m), 4.1-4.65 (3H, 
m), 6.95-7.7 (15H,m) 
APCI-MS (m/z) : 559 (M+H) + 

(6) 2- ( 3-75 7-5-^?0*v*S/7l/-2, 
3 -S^t Kp- 2 7- 9 ~7fvP- 1 H- 1 , 4 

-<yy^r-tft:y-i->f^) -n- [2- (4, 

4, 4-FU7/ktn-3-:**y-l "7x-/H 7 

-7*feh7 5F 
IR (KBr) : 3379, 1684, 1624 cm 1 
NMR (DMSO-de.S) : 0.95-2.0 (10H,m), 2.05-2.35 (4 
H,m), 2.75-3.15 (1H,id), 3.6-4.2 (4H,m), 4.4-4.7 (1 
H,m), 6.75-7.55 (llH,m) 



(10) ^^10-53579 

18 

APCI-MS (m/z) : 529 (M+H) + 

(7) 2- [3-7S/-5-t'7x^-2, 3- 
yth'n-2-^V-lH-l, A-OYiSTtt 
y-\~A)V~\ -N- [2- (4, 4, 4-MJ7/M- 

p-3-«y-i-7x-;w 7^/p] 7-trF75F 

IR (jr^a-AO : 3325, 3175, 1680, 1660 cnri 
NMR (DMSO-de.S) : 2.55-2.75 (lH,m), 3.0-3.25 (1H, 
m), 3.8-4.65 (4H,m) .6.45-8.2 (21H,m) 
APCI-MS (m/z) : 585 (M+H) + 

io [0020] mm5 

2- [5- [ ( ^yy^^ i/ij)\,i£—)V ) 757] - 
2- (4-7Wu7x-/l/) -1, 6-yhKn-6 
-^y-l-bUS>?-;U] -N- [2- (3-*F 
^ i/tDVK-JV - 3 - y - 1 - 7 x ) 7^] 
7*h75F(0. 25g) c7)Tb7tKntf^y^?fi 
(lOml)C, 1 0%>UWMjm ( 0 . 1 0 g : 

5o%wet) saanut. mm*jmmw^T3m£ 

20 ^*Hlffi8«ki-*^nvh^7-f-fcftL. x^x 

A^fc«fc9iBBtte>2- [5-757-2- (4-7 

Wo7x-;W-L 6-yth'n-6-^V-l 
-tyS^-Jl/l -N- [2- (3-^F^r^^- 
;I/-3-^y-l-7x-W 7^;H 7*h75K 
(90mg) 

IR (JfS^H— : 3325, 1725, 1660 cm" 1 
NMR (DMSO-d6,S) : 2.6-3.1 (2H,m), 3.62 i$£Tf 3.7 
7 (3H,#* s), 4.05-4.5 (2H,m), 5.0-5.25 (lH,m), 7. 
0-7.55 (13H,m) 
30 APCI-MS (m/z) : 453 (M+H) + 
jmftVT ; C23H 2 iFN405-0.5H 2 0 
fttttt;C 59.87; H 4.80; N 12.14 
Hfflfi;C 59.70; H 4.90; N 11.87 
[0021HQ6W6 

2- [3- [ ( 1, l-i?*^)V^Y*is%)l>i£-)V) 
757] -5- (2-7WP7x^;I/) -2, 3 -is 
hKP-2-^V-lH-l, A-^sYi/Ttty 
-l->f;H -N- [2- (4, 4, 4-HJ7/M-0 
-3-«y-l-7x^) 7^] 7*h75K 
40 ( 1 5 6 m g ) cOBS!X^;^?K(^ »Kxf-^*c04 

ittz®. »B!Xf^fb7tFn77y(4 : 1)S 

£&*u:* nm^m^ukn-^^-y<7)u^m 

tMfaS^fcfcJ'k 6feEft<7>2- [3-757-5 
-(2-7WP7x-;l/)-2, 3-xt Ko-2- 

#*y- 1 h- i , 4 ~<yYisT-wy- 1 -4 a/| 

50 -N-[2-(4, 4, 4-KJ7Wo-3-**y 



(11) 



0-53579 



1 9 



20 



-l-7x-;k) 7*f-)V] T-fehTSK ( 1 20mg) 

IR (j?i/ 3 -;l/) : 3316(:/o-K), 1681. 1604 car 1 
NHR (WEO-de.S) : 2.50-2.75 (lH,m), 3.0-3.25 (1H, 
m), 3.50-3.90 (lH.m), 4.10-4.80 (3H,m), 6.30-8.20 
(14H,in) 

APCI-MS (m/z) : 527 (Mtfl) + 

[0022] 9mm7 

2 - [3 - [ {^y^v^i^HDVif^iv) rsy] - 

5 _^^ nA .df.^_2, 3-y'tFD-2-^y- 10 
9 -Jt+fr- 1 H - 1 , 4 -^y YVTb'ty- 1 -4 
— N— [2- (4, 4, 4-MJ77M-Q-3-b 

TbhTSK (0. 

3 3g) nh)V^y-=J^)VX)V^^Y (1:1, 

5m i ) msic. l- [3- (i^^rsy) rot 

- 3 -xf-Atf/UKSAf 5 ( 0 . 9 5 g ) 

H ( 0 . 1 6m 1 ) £ or-C'H&JlJ*. 
fc. Rl5fi^J^fflTT2 . 5l^i#t^ IN 
JSK ( 2 2m 1 ) £fflWCKfc£f?jtS-ti\ IHSx^/l, 

mmx.i-^-n-^^y < 1 : 3 > s^-jbe^^ 

»SU *tfe£i50E^2- [3- [ ("Cy^M"*^ 

nx-iv) rsy] -5-^^o^^-2, 3-v 

hHD-2-^V-9-^^;l'-lH-l, 4-0 
yy'THfh-y-l-^f^] — N- [2- (4, 4, 4- 
b'J7;^D-3-3r^y-l-7x-;W) 7>/t<] T 
-fchTSK 30 
NMR (DMSO-ds.S) : 0.95-1.9 (lOH.n), 2.05-2.4 (4H, 
m), 3.0-3.15 (2H,i), 3.6-4.2 (2H,n), 4.75-5.15 <2H, 
m), 6.8-8.15 (15H,m) 
APCI-H5 (b/z) : 663 (N+H) + 
[0023] 

imitrymk] z<r>K£m ( i ) }5&vmmtLxffm 

b\ 3 t < Jib h^UB^v-b'cDffiWSte&i:' 
( I ) tJitf^k LTf£g;?ii.?>-£<9£{±. *v-b' 40 

MLTjfjrc&s. mz^ zcmwofc&fa ( i ) 



(ptca) ) £j@Hfc^6««jfa^coffl&^fcJ:tf/ 



MSi^^BJ ( I ) <o*v— bH^Stt 

^ jr*«*-r — b^^^^U. B. C. . 1 
990. 265. 36. 22348-57) CLWo 
TIBKU:. 4 0 gtfM if^Q^ifflfil^aj^tffifc L 
fc. TfB<^-f'^TcO#JiSr4'CTIIfeSL^. 4 0 m 1 CO 
2 0mMhU^Jg^S?K(pH7. 4 ) J h 

HSU:. 4MUB&4 0, 000XgT30^SiI^ 

y^HSrZlllSOiiLt. <*:v^-^KIS5r. 1% (V/ 
V) hUhyX-lOOfccfc^l OmM KClSr&W 
-TI.4 0 m 1 (02 OmM HJJiUUMMHK ( p H 7 . 
4) WRSU **v:MXU USSR 
bU:. &fr*HtflL ±?St£&T*:. 'U-yh*. 1% 
b'Jh>X-10 0fe«tlfO. 5M KCl^fl-fS 
4 0mlt02 0mMM>XJgiaiaS (PH8. 0)fc 

yX— 1 0 0fcJ;tX2M KC I £^rrS40ml<9 
2 0mMh'jXJSgjggffi?ft (PH8. 0 ) tcBSKSU 

±m£^r3&#7A (2. 6x9 0cm-b7r^l>^ 
-2 00HR. 7r-"7^7*aSl. X^x-r^) KJn 
2M KC 1 ^^rrS2 0mMh»JX^KgasK 
( P H8. 0) TiiU.oTTffi'ftU N-«««$rfflV^ 
T6 Om 1 /h^SatlgBiUc. aHxffl#£J8«U 

[S^hr^a a*) +tci o-kDaRg* 

)i (YM- 1 0. TSny. y>rt—X^ v+hT-i—b 
-/•y ) ^fflV^K^riStJ: •3 2 0ml tSffiLJt. & 

JSSIL^. SttM^»®L. 50jul <?)mm#3 7X: 
IZX2 0ftfflT&4 0%wmimT>i'*Tyi'>I (A 

ng i ) ^ry^f-y^yi i (Ang idic 
[0024] ( 2 ) ti5®fl:^jwiawsttwais 

mi{£#fa£ V* 1-)VX>V**is K(DMSO) tztm 
L. SHjSJSxl 0" 8 M^rV^L 1 0" 5 M"CfflUit. 2/z 1 
*>t«Sii§i££. 5 0// lCOS^Mfc. ImMEDTA 
fci;l^2 0//MrTo^--yS-ir : rrS12 3ju 10)2 
OmMHJX&iagfjSt (PH8. O) fc«0S^ltJn 
i.*:. ^^tl£3 7X:T-3 0^S>fydfi-^-hL 
fc. iJCV^T-. 0. 0 1%HJ hyX-1 OOfcit^O. 
5M KC 1 Zizftth2 0mMh 1 JXW&limM (p 



(12) !8gfffl0-5 3 5 79 

21 22 



H8. 0) \,zmmhtz25n 1<7)200juM AngI tt#>£>ft-3f L£„ 

e<Tj-Ym%ffi. a*) * . imvm&faMm [0025] ( 3 > is* 

£^-^£3 7X^2 0^^=^-^-^ [^1] 



5 0 xc 1 CO 1 0 J&fifcffi^ltai TS^JS"lS^I?ih L 
fc. Cl<7>£fi£S$fPt&£fcl£l, 50 0Xgt5jHSS* 




IC 50 (M) 


#8tLs 5 0/z 1 <0±?SSr, 2 0mM KH2P04"t»tf) 
1 5%CH3CNTMioT¥^LfcCi8j£fflHPL 


1 


<1.0 X 10" 5 


C*7A (YMCA-7?A-3 0 2, YMC. PM. B 
*) tJUi-Jt. #7A£\ cSllml/mi nT20m 


2 


<L0 X 10" 5 


M KH2PO4+<02 5%CH3CNTSrat. Ang 10 

IfcJtfAng i ifcttj&tse-^s&Lfc. 


4-(l) 


<1.0 X 10" 5 


*) fcJBWC. Ang IfcitfAng I IOjgjSft 


4 -(3) 


<1.0 X l<f 5 


Ang I I£*ft&*-&t?-?ft3ft>&itttLfc. 


4 -{4) 


<1.0 X 10~ 5 



Ifllrffitt (%) = (1-H/Ho) xl 00 

h o : mifc^iM\.*m&c?>v-7m2 . h : mat ±si<mska. z<mw<M\L£mw. *v~ \£<vmz 



(51) Int. CI. 6 
C0 7D 213/76 
243/14 



F I 

C 0 7 D 213/76 
243/14 



